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mm^] mmm 

ffUMMifMIS^- (HGF) m^^mM^&MUm:iiB^A-t^^t.^'^^jt^ 

msim'&msk^mB:fy^rm.mit^mBx^&''}. sfmnmmmmm'?- (hgf) 
mB'f-nM ^rmm\H iz^A-t & ^ i: ^ ^ i mm.(Dmmm^Mft^ 

sfmm.mmmmm^ (hgf) ■ ^y^jv:^ (hvj) u 

fff^Kiaji&iifMH^ (HGF) m.^^tLx<pr£<ii^5 0 ,M s^m^^^:^t. 

[0 0 0 1] 

5^«$:?^-S-r-5fc«)(Z)HGF»^d^?&MlcB8t-^c l¥b<Ji, HGFa^^CD 

■^y-if-f ' jv:^ (HVJ) i; 3j<v-A^^J$:TK^M^ic^A-rs^i:ic 
e IS ^ p^©-^^ 115 ^ ° 

[0 0 0 2] 
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sfm^mmi^mm^ (hgf) n^mBfmmizM-t^^tif^my^iSimm^t.v 

T^B^tl, ^CD3»fe^^' D-->^''7b'^^$tlfc^ >'A°i'g-e$>S (Bioch 
em Biophys Res Commun, 122, 1450 (1984) 
, Proc. Natl. Acad. Sci. USA, 83, 6489, (198 
6), FEES Letter, 22, 231 (1987), Nature, 3 
42, 440 (1989), Proc. Natl. Acad. Sci. USA, 
87, 3200 (1991) )„ ^©^(Dif^fCi: U>HGFJiin vivo 

7b*^^*^i:J&oT^fc (Symp. Soc. Exp. Biol. , 47cell 
behavior, 227-234 (1993), Proc. Natl. Ac 
ad. Sci., 90, 1937-1941 (1993), Circulati 
on, 97, 381-390 (1998) )„ "T^t)*), if ^CDTK^Jfil^-x^ 

[0 0 0 3] 

^^oT^fe(D75)>HGF®llilcfJ-e©^^^-?rfeS. H G F ® 4^2^SaiiJ^ 1 Or^^h 
[0 0 04] 

BufS^J&tt3KB^5^;i/fC^-r'5HG F©ig-^{CMLTt;, Mx.«#M^KfM 
\f^^(D^^(7)mti^B'^ tlX ^ (Circulation, 9 7, 381-39 

0 (1 9 9 8) ) „ :i(D^ofjtm^=^^jnzM-t^mm$>^^^itmm\Hn-^i^^ 
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[0 0 0 5] 

^ jb'^^fStt b cfc e) i: S mS] 

[0 0 0 6] 
[ t- "5 fc «b ® #® ] 

:^^m^^itHGFm^^tm^m^(Dm.ikii^mi^^\^^itmm'^Bizmj^ir 

• Frnto^cD^^mtLX. ^^A^•^?i^^®av^a>e■d^#A^Mv^Ttt:g^^J^il-m^ 
lc^A-t-2>ri:T'^^^^m;6^^ie5ti^^i:?:Baibr-. ^A^^^-ilLTli 

^tb<. #lC-fe>3f*>f • (HVJ) 'j5j<V-A^ (Molecular Medici 

ne,30, 1440-1448(1993). 12, 1822-1826(1994)) ^MV^Ta:^^JfilmaI5 

ODvM^^cM^P'gtc, ^icTK-t^j^Sfc^iA-rs^ii-e^^^^T^j^Wejn 

[0 0 0 7] 
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[1] m-mMmmmmm^ (hgf) mBi^mM^&ifn.^miz'^A-t^zii:fy^i^ 
[2] nM^'Mj&tt^^s^-^TJK^jfii'ti^^mTfe'j, F^-m^mmmmm^ (hg 

[3] simnms^i^mm^ (hgf) ii^^M:^)'^-tr>^*-r • -^^-ryi/x (hvj 
) ujKy-A$^M-es>^±fB [1] tr^it [2] fa«cD*gM^Mjflitt^B?^;^ 

Mo 

[4] s^mnmmmmm^ (hgf) m^'}-mM^i^!!^mizi:i;i^xmmm^¥-t^ 
^ :it^!^mt't^. ±iB [1] , [2] ^fcii [3] ga«®«iM^ttigjfiitt3^m 

[5] sfmMmmi^mm^ (hgf) m&^tLx<pr£< 0 fi g^m^^^ 
:it^nwLt'rh. ±m [1] , [2] . [3] ^feii [4] mmo^mmmi^m. 

[0 0 0 8] 

7^mmiz^\,^xmm^ti^ rHCPit^^j tit. hgf (hgf^>/\°^) 

$:|6^BrigJ&ift^^^$r*g-ro Nature, 342, 440(1989), #fFm277767 

^ 8#<2^^. B iochen.Biophys. Res. Comiiiun.,1 63, 967(1 989) ^Cil* tC f <Z)H G FOD c 

-) Km^72<Ajt£^(Dti^mif^ti^o :r.:r.XHGF' cDN A<7)m.mmmit. m 

m:iCW^mM^tlX\>^^m. Cenbank ^(^^t"- ^ ^- ^ tlT V^ ^„ 

9U-^$:MV^^:l^{C J: U> HG F(Z)c DN A ^ ^ U - -^"-t ^ tti^X ^ 
:itl*=>(D^ U— — y -ifit. -B^HX-l^Molecular Cloning 2nd Edt. , Cold Sprin 
g Harbor Laboratory Press (1989) ^(7)^3ti:#^C^A^V^, ^ If fC^f "i) 
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^^t-LXmrn-^-^^o -t^^^-^. 1 ) trjgac DN At:;^ h U h^e^f^ 
T'TA-r 7''; ^"^X-r-SDN A^, 2) ttflBc DN AtCj; *J n- F$tl-5^>A 

U^^tC^^^^ilTb^-e^, ^i^ifi^JClituIBMolecular Cloning^ 
[0 0 10] 

HG Fa>e-?li. ite^^ c DN AfeSVNttii^;^^^ ^-^CffiJ5^l^A^7£tJCD 

^ SV4 0, :fe)g^^=iE't7^*;vx (H i v) ^odn A':7-r;i/>^t feiiRN 

se^fcii, S^jtcii, pBR 322. pBU 110, Ti:/9x^ F^cz):/^::^^ K^^^ 

;$:f§^(DH V J U 5i<y-Ai^Mi:ti> Molecular Medicine, 30, 1440-1 

448(1993), Hi^g^, 12, 1822-1826(1994), M 6 S • • ,42 , 1806-1813( 
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\997)mizmM(Dljm{zm^^^mMX^^V. ^^L<(i, circulation, g2(Suppl. 
II) A79-A82(1995)izmmo:)mM^m^^^ Zitti^mif^tl^. t^^HV J HLX 
itZl^ (ATCCi; UA^Bjtg) LV^/b\ m^&i}lZitj&0HV J m. (M^lt A 

TCC VR-907-^ ATCC VR-105:^il') =fe;^V^^3t}^'^■r$■g> = 
[0 0 1 1 ] 

E G F^cDmmm^it. mmoym^ (Dmmm^m'^'t ^ :i t ttm^-^tins^) 

[0 0 12] 

M H G F ite^ a A-t -5 3 ^ A':^ tf e> n -5. = 
[0013] 
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[0014] 

Hv J y ^y-i^^Mo-f^^ 

^D-;i/®l:4.8:2(DM'^%) HGFite^- ( 1 00 g ) -HMGl (high 

mobility group 1 nuclear protein, 2 5 fie) -k^^-t^^MW. (137. OmM NaC 
1, 5.4M« KCl, lO.OMm Tris-HCl; pH7.6)200yti 1 b, mV<t%WVXM'^ 

mSi (110erg/»«2/sec) LX^m-t^. U :i<y - -fe > ^'-f "^-T ;i/>?. 

(HVJ) $:?^-^bT4 -C 1 O^^ra, ^V^T 3 7 "C 3 O^^^P^ai-Sc 5iit©H 

vj?:i^5SbT> HV J y 7Ky-i>^^j^5i#-rSo 
HVJ y >Ky-A^fflj(D%^^ 

h (i^6H) izMLx. }^mi^mmm(D-'^mmmwm^n-ox. tjkspic 

HG Fit'^d^coH V J y >j<y-AS^M^TK^ifii#^Mic^Abfco 
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-^-mi^mmizj^^i^-^'^- • K^y y^- • >f ^-r (ldd &fflv^T 
rmitm^m&LtcLo }EnrmzM-t^&itrB.(D^m\i^h^^^^ (colored 

histogran) (D^i^M'k ik^M^it^ (perfusion ratio) ilLtc. 

T^^ikm'&<D^m!k^^^^7JVil')yyi-7.y7^-'if^^n:^ (ALP) 

0 [0 0 15] 

625) hn-;i/g¥i: LT16Mm®iES(Z)^^y h ( 1 S¥ 6 E) izMl^X 

) c 

h©jfil?S^SSpLit^<}: »J*J^i'5;^)^^c-jBv^t;(Z)T-^ofc (E 1 #M) o 
#M) o 

[0016] 
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mmm i 

K^jfii^^yh (im6B) ^^z^iem^orB&M^y h amen) izmlx 

>^JelllIM(Z)^^^l5^53l^^, HGFite^ (5 0 y« g) HV J y /Ky-A$gM$:T 

ifilj^^TJKM^ htfttl 2 9%-rfeo:t= ^^$:0 3ic^-r 1 ) c 

[0 0 17] 

• #^^^^Uffib, ALP^feb#^®ll^fe*J®lfa^IS[$:Jti£b}t„ HGF» 

^^mMizmiMLx^^t=:o ^^m^m^izmir. 

[0 0 18] 

M, 5 OmMilJ^^-g) J:e)^3a(Dm:%-e^«b, 2 4 ^W^«^(Z)^«?«Jim® 
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MMP - 1 mm^m^Lt^. 

^fe^^, ^Vl/n-jT.:^,^® 3 O^^grflCHG F 1 0 0 n g/m 1 T-^^iObfc 

to 

[0019] 

3 

jfil1ffF^^MiiatCj^-t.g,HG Fg>x&m (jfogfr^tC'g^tj^^^B^ET S - 1 

1 (DmRN AM^M^Vtc. =3 > b n f^^MflS®. ETS-lCDmRNA 
45:1 0 0%i:-^-5>i:. HG F ^mi}a<DM^\^&.mm'Vitm^'JVzi- 7.(D^mz 
J:*)mMlzm'PVX\f^r=.c HGF^;(;D(Dlfil^|^>SlHJigTttn> hn-;i/® 

5g^*^i:bgcLT|eI^J^^±^C:^oT^^fc (P<0.01) „ jgl^ ?: 0 6 tC^-tc 
[0 0 2 0] 

[0 0 2 1 ] 

:^mm(Dm^^^mM^mBM^'^mmMit. hgf omm^M. fc^ @ -r § «i 
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Mmht^^ny hU~Jimt.(DikmMm.itm (Perfusion ratio) ©S^6lJ^<b^ 

b :t ^ -t y ^ :7 „ 
^H^E T S - 1 (DmRN Aa^M^b:tM:m$:^-t^'*^ ^'o 
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[01] 




3 



4.0 
3.0 
2.0 
1.0 

0 



p<0.01 




rAu-% 
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[03] 



200 



150 



m 

I 50 



0 



p<0.01 



p<0.01 




[04] 
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8.0 
6.0 



c 4.0 



04 

^ 2.0 





1 — 1- 










HGF(-) (+) HGF(-) (+) 



r('3-X25mM ri>-750mM 
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!f^mmm(D^^ ^^ii^ !^mm ^309984-^ 

^-f^§-^ 59901064648 

m^"^ m^mm±m 0094 

H 1 1 ^ 1 1 ;g 2 0 

[JimH] ^^11^10,^290 
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1. MM^BB 
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ft ^ 



1 9 9 5^ 5^120 

AmmAm-i^wwm'^m 2-1 1-22-502 
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A 



[0001 83370] 



1. MM^BB 



1 9 9 0^ 8M 9 B 
;^M;^Bgrl5ct'^lK^H^IffT 2 T g 2 # 8 
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